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Description 



This invention relates to new acylanilide derivatives which possess progestational activity. 
Many acyianllides chemically-related to those hereinafter described are known to possess antian- 
5 drogenic activity. Of these, flutamide and hydroxyflutamide have been known tor some considerable time, 
and others are described in Applicant's European Specifications Nos, 2309, 2892, 40932. 79191 and 
100172. 

We have now discovered that a small group of acyianllides surprisingly possess no anitandrogenic 
activity, but potent progestational activity. 
10 According to the invention there is provided an 
acylanilide of the formula: 
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OR^ 
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CP3 



wherein Is cyano, cartDamoyi, nitro. fluoro, chloro, bromo, iodo or hydrogen, or alky I, aikoxy, alkanoyi 

alkylthio, alkylsulphinyl. alkylsulphonyl. perfluoroalkyl. perfluoroalkylthio, perfluoroalkylsulphlnyl or per- 
25 fluoroalkylsulphonyl each of up to 4 carbon atoms, or phenyithio, phenylsulphinyl or phenylsulphonyl; 

wherein is cyano, carbamoyl, nitro, fluoro, chk>ro, bromo or iodo or alkanoyi, alkylthio, alkylsulphinyl, 

alkylsulphonyl, perfluoroalkyl, perfluoroalkylthio, perfluoroalkylsulphlnyl or perfluoroalkylsulphonyi each of up 

to 4 carbon atoms, or phenyithio, phenylsulphinyl or phenylsulphonyl; 

wherein is hydrogen or halogen; 
30 wherein R* is hydrogen or acyl of up to 15 carbon atoms; 

wherein A is branched-chain alkylene of up to 6 carbon atoms; 

and wherein R^ is phenyl which bears one, two or three substituents selected from hydrogen, halogen, nitro, 
hydroxy, carboxy, carbamoyl and cyano, and alkyi, aikoxy, alkanoyi, alkylthio, alkylsulphinyl, alkylsulphonyl, 
perfluoroalkyl, perfluoroalkylthio, perfluoroalkylsulphlnyl, perfluoroalkylsulphonyi, alkoxycarbonyi and N - 
35 alkylcarbamoyi each of up to 4 carbon atoms, and phenyl, phenyithio, phenylsulphinyl and phenylsulphonyl; 
or R5 is naphthyl. 

It will be observed that the acylanilide derivative of the invention possesses an asymmetric carbon 
atom, namely the carbon atom which bears the substituent OR^. and it can therefore exist in racemic and 
optically-active forms. Furthermore, frequently the branched-chain alkylene group -A-will also possess an 
40 asymmetric carbon atom in which case pairs of diastereolsomers. in optically-active or racemic form, are 
also possible. It is to be understood that this invention encompasses any racemic form of the acylanilide 
derivative and any optically-active fonn which possesses progestational activity, it being a matter of 
common general knowledge how a racemic compound may be resolved into its optically-active forms and 
how any progestational activity present in any of these forms may be determined. 
45 A suitable value for R^ when it is alkyi, or for an alkyi substituent in R^ when R^ Is phenyl substituted 
by alkyl Is, for example, methyl or ethyl. 

A suitable value for R^ when It is aikoxy, or for an aikoxy substituent In R^ when R^ is phenyl 
substituted by aikoxy is. for example, methoxy or ethoxy. 

A suitable value for R^ or R^ when it is alkanoyi, or for an alkanoyi substituent in R^ when R^ is phenyl 
50 substituted by alkanoyi is. for example, formyl or acetyl, 

A suitable value for R^ or R^ when It Is alkylthio, alkylsulphinyl, alkylsulphonyl, perfluoroalkyl, per- 
fluoroalkylthio. perfluoroalkylsulphlnyl or perfluoroalkylsulphonyi, or for such a substituent in R^ when R^ Is 
phenyl bearing such a substituent is, for example, methylthio. ethylthio, methylsulphinyl, methylsulphonyl, 
trifluoromethyl, pentafluoroethyl, trifluoromethylthlo, trifluoromethylsulphinyl or trifluoromethylsulphonyl. 
55 A suitable value for R^ when It is halogen, or for a halogen substituent in R^ when R^ is phenyl 
substituted by halogen, is fluoro. chloro, bromo or iodo. 

R3 is preferably hydrogen or chloro, especially hydrogen. 

A suitable value for an alkoxycarbonyi or N -alkylcarbamoyi substituent in R^ when R^ is phenyl bearing 
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such a substituent is, for example, methoxycarbonyl, ethoxycarbonyl or N -methylcarbamoyl. 

A suitable value for when !t Is acyl is, for example, alkanoyi or aroyl each of up to 15 carbon atoms, 
for example acetyl, proplonyl, decanoyl. dodecanoyi or benzoyl. 

R* is preferably hydrogen, A suitable value for A Is. for example, 2-methylethyIene or 2.2- 
5 dimethylethylene. 

A prefenred combination of values for and R^ Is as follows:- 
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A preferred acylanillde of the invention has the formula stated above wherein and R^. which may be 
30 the same or different, each Is cyano. nitro, trifluoromethyl, methylthio. methylsulphinyl, methylsulphonyl or 
chloro. R3 and R* are both hydrogen, A Is 2-methylethylene or 2.2-dlmethylethylene and R^ Is phenyl which 
is unsubstituted or which bears one fluoro. chloro. hydroxy, methyl, nitro, methylthio. methylsulphinyl or 
methylsulphonyl substituent 

Specific acylanilides of the invention are hereinafter described in the Examples. 
35 A particularly active compound is N (2-hydroxy-4-phenyl-2-trifiuoromethyipentanoyIH-nltro-3- 
trifluoromethylaniline in either of its diastereolsomeric forms. 

The acyianllides of the invention may be manufactured by any chemical process known to be suitable 
for the manufacture of chemically-analogous compounds. 

A preferred process for the manufacture of an acylanilide of the Invention comprises the reaction of an 
40 amine of the formula:- 



50 




wherein R\ R2 and R^ have the meanings stated above, with an acid of the formula:- 
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I , 

HO2C - C - A- 



CF3 



wherein R*. and A have the meanings stated above, or with a reactive denvatye of said acid 

A suitable reactive derivative of an acid is. for example, an add anhydnde. or an acy« hallde. for 
example an acyl chloride, or a lower alkyi ester of said acid, for example the methyl or ethyl ester 

Preferably the reaction Is carried out in N . N -dimethylacetamide solution using an acyl chlonde 
prepared from the acid and thionyl chloride) as reactant. ^ ^ ^ ^ ^,„,..o><. ^ .ho 

An acylanilide of the Invention wherein R* is hydrogen may be prepared by the hydrolysis of the 
corresponding acylaninde wherein R* is acyl. and conversely, an acylanilide of tt>e invenhon wherein R is 
acvl may be prepared by the acylation of the con-esponding acylanilide wherein R* is hydrogen. 

An acylanilide of the invention wherein one or more of R'. R^ and a substituent in the pheny group R» 
is alkylsulphinyl. perfluoroalkylsulphinyl or phenylsulphinyl. or is alkylsulphonyl. perfluoroalkylsulphonyl or 
phenylsulphonyl. may be prepared by the oxidation of the conresponding acylanilide wherein one or more of 
Ri and a substituent In the phenyl group R'' is alkylthio. perfluoroalkylthio or phenylthio. respectively. 
Th^ oxidising agent and conditions used will determine whether a suiphinyl or a sulphonyl compound is 
obtained. Thus oxidation with sodium metaperiodate In methanol solution, at or below laboratory tempera- 
ture will generally convert a thio compound into the con-esponding suiphinyl compound: and oxidaton with 
a peracid for example m -chloroperbenzoic acid in methylene chloride solution at or above laboratory 
temperature will generalirconvert a thio compound into the corresponding sulphonyl compound. 

A racemic acylanilide of the invention wherein R* is hydrogen may be separated into its optical isomere 
by fonning an ester of the hydroxy group OR* with an optically-active add. for example (-)-camphanic acid, 
separating the diastereoisomeric esters thus obtained, by fractional crystallisation or. preferably, by flash- 
chromatography. and then hydrolysis of each separate ester to the alcohol. 

As steted above, an acylanilide of the invention possesses progestational properties as demonstrated 
by its ability to promote glandular development in the endometrium of an oestrogen-pnmed Immature 
rabbit the standard Clauberg assay procedure. An acylanilide of the invention may therefore be used as an 
oral contraceptive, and In the treatment of menstojal disorders, such as dysmenorrhea, dysfunctiona 
bleeding and premenstnjal tension, and in the treatment of hormone dependent tumors especially those of 
the breast or endometrium. It may also be used for the synchronisation of oestrus and for the mantainen^ 
of early pregnancy in domestic animals sudi as cattle. At a dose of an acylanilide of the invention whidi 
produces progestational activity in rabbits no symptoms of toxidty are apparent , , . ^ , , „ 
The acylaniHde of the invention may be admlnsterad to a wami blood animal in the form of a 
pharmaceutical or veterinary composition which comprises the acylanilide in assodahon with a 
Dharmaoeutically-acceptable diluent or carrier. 

The composition may be In a form suitable for oral dosage, as a tablet, capsule, aqueous or oily 
solution or suspension or emulsion. It may attemaUvely be In the form of a sterile solution or suspension 
suitable for patenteral administration, or be in the iom of an ointment or lotion for topical administration or 
be In the form of a suppository for anal or vaginal administration. 

The composition may additionally contain one or more drags selected from oestrogens, for example, 
ethynyloestradiol or mestranol (which combination may be used as an oral contraceptive); anftoestrogens. 
for example tamoxifen; androgens, for example cyproterone acetate and methyltestostenDne; and 
Qonadotrophin releasing factors and analogues thereof and antagonists thereof. . „, 

The acylanilide of the invention will nonnally be administered to a warm-blooded animal at a dose of 
between 0.1 mg. and ^^S mg. per l<g. bodywelght 

The invention is illustrated but not limited by the following Examples:- 

Exampje 1 

Thionyl chloride (0.82 ml.) was added dropwise to a stirred solution of 2.hydroxy-4-phenyl-2- 
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trifluoromethylpentanoic acid (Isomer A. m.p. 145-146' C.) In dlmethylacetamlde (60 ml.) which was 
maintained at -15* C. under an atmosphere of argon, the mixture was stirred at that temperature for 1 hour 
and 4-nitro-3-trifluoromethylaniline (1.9 g.) was added. The mixture was stin-ed at -15* C. for 1 hour and 
then at laboratory temperature for 20 hours, and was then poured into water (700 ml.). The mixture was 

5 extracted six times with diethyl ether (100 ml.) each time) and the combined extracts were washed twice 
with aqueous 10% wA/ sodium carbonate solution (50 ml. each time), dried over magnesium sulphate and 
evaporated to dryness. The residue was purified by flash chromatography on a silica gel column (Merck 
9835) using a 2:1 v/v mixture of petroleum ether (b.p. 60-80' C.) and ethyl acetate as eluant There was 
thus obtained H -(2-hydroxy-4-phenyI-2-trifluoromethylpentanoyl)-4-nitro-3-trifluoromethylanlline. m.p. 162- 

10 163* C. (more polar isomer). 

The pentanolc acid used as starting material was obtained as follows:- 
1,1.1-Trifluoromethyl-4-phenylpentan-2-one (116.7 g.; b.p. 82-83' 0710 mm. Hg.; prepared by the general 
process described in the Journal of Organic Chemistry, 1967, 32 . 1316) was added dropwise to a cooled 
stin^d solution of potassium cyanide (37.85 g.) in water (240 ml.) at such a rate that the temperature of the 

IS mixture was maintained at between 0*C. and 5*C. A 4:1 v/v mixture of water and concentrated sulphuric 
acid (300 ml.) was added at such a rate as to maintain the above temperature, and the mixture was stirred 
at laboratory temperature for 15 hours and then exuacted four times with diethyl ether (90 ml. each time). 
The comljined extracts were washed three times with water (100 ml, each time), dried over magnesium 
sulphate and evaporated to dryness under reduced pressure. 

20 A mixture of the cyanhydrin thus obtained as a mixture of diastereoisomers (6.0 g.). concentrated 
aqueous hydrochloric acid (45 ml.) and glacial acetic acid (15 ml.) was vigorously stirred and heated at 
100' C. for 48 hours, cooled and poured onto Ice (125 g.). The mixture was extracted three times with 
diethyl ether (50 ml. each time) and the combined extracts were washed with water (50 ml.) and then 
extracted three times with saturated aqueous sodium carbonate solution (50 ml. each time). The combined 

26 extracts were acidified with concentrated aqueous hydrochloric acid and extracted three times with diethyl 
ether (50 ml. each time). The combined extracts were washed with water (50 ml.) and saturated aqueous 
sodium chloride solution (50 ml.), dried over magnesium sulphate and evaporated to dryness. The residue 
was stirred with petroleum ether (b.p. 60-80 *C.) and the mixture was filtered. There was thus obtained as 
solid residue Isomer A of 2-hydroxy^phenyl-2-trifluoromethylpentanoic acid, m.p. 145-146* C. The petro- 

30 leum ether filtrate was evaporated to dryness and there was thus obtained as residue a solid. m.p. 101- 
102' C, which was predominantly Isomer B of 2-hydroxy-4-phenyl-2-trifluoromethylpentanoic acid contami- 
nated with a small amount of Isomer A. 



35 Example 2 
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The process described In Example 1 was repeated using the impure Isomer B of the pentanoic acid 
{m.p. 101-102' C.) as starting material In place of Isomer A. The product was purified by flash chromatog- 
raphy on silica gel (Merck 9385) using a 3:2 v/v mixture of petroleum ether (b.p. 60-80* C.) and ethyl 
acetate as eluant and the product obtained was crystallised from a 2:1 v/v mixture of ethyl acetate and 
petroleum ether (b.p. 60-80* C). There was thus obtained N -(2-hydroxy-4-phenyl-2-trifluoromethylpen- 
tanoyl)-4-nitro-3-trifluoromethylaniline, m.p. 145^146* C. (less polar isomer). 



Claims 

1. An acylanllide of the formula: 
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wherein R' is cyano. carbamoyl, nitro, fluoro, chloro. bromo, iodo or hydrogen, or alkyl. alkoxy, alkanoyl 
alkylthio, a!kylsulph!nyl, alkylsulphonyl. perfluoroalkyl. perfluoroalkylthio, perfluoroalkylsulphinyl or per- 
fluoroalkylsulphonyl each of up to 4 carbon atoms, or phenylthio, phenylsulphinyl or phenylsulphonyl; 
wherein is cyano. carbamoyl, nitro, fluoro. chloro, bromo or iodo or alkanoyl, alkylthio, alkylsulphinyl, 
alkylsulphonyl, perfluoroaikyi, perfluoroalkylthio, perfluoroalkylsulphinyl or perfluoroalkylsulphonyl each 
of up to 4 carbon atoms, or phenylthio, phenylsulphinyl or phenylsulphonyl; 
wherein R^ Is hydrogen or halogen; 
wherein R* is hydrogen or acyl of up to 15 carbon atoms; 
wherein A is branched-chain alkylene of up to 6 carbon atoms; 

and wherein is phenyl which bears one. two or three substituents selected from hydrogen, halogen, 
nitro. hydroxy, carboxy, carbamoyl and cyano, and alkyl. alkoxy. alkanoyl, alkylthio. alkylsulphinyl, 
alkylsulphonyl. perfluoroaikyi, perfluoroalkylthio, perfluoroalkylsulphinyl, perfluoroalkylsulphonyl. alkox- 
ycarbonyl and N -alkylcarbamoyi each of up to 4 carbon atoms, and phenyl, phenylthio. phenylsul- 
phinyl and phenylsulphonyl; or R^ is naphthyl. 

An acylanilide as claimed in claim 1, wherein R^ and R2, which may be the same on different, each is 
cyano. nitro, trifluoromethyl, methylthio. methylsulphinyl, methylsulphony! or chloro, R^ and R* are both 
hydrogen. A is 2-methylethylene or 2,2-dimethylethylene and R^ is phenyl which is unsubstituted or 
which bears one fluoro, chloro, hydroxy, methyl, nitro, methylthio, methylsulphinyl methylsulphony! 
substituent 

The compound N -(2-hydrQxy-4-phenyh2-trifluoromelhylpentanoyl)'4-nitrx>3-trifluoromethylaniline In ei- 
ther of Its diastereolsomeric forms. 

A process for the manufacture of an acylanilide claimed in claim 1 which comprises:- 
(a) the reaction of an amine of the formula:- 




r3 



wherein R', and R^ have the meeuilngs stated in claim 1 with an acid of the formula:- 
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HO2C - C - A- 

I 

CFi 
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wherein R*. and A have the meanings stated in claim 1 or with a reactive derivative of said acid: 

(b) for the manufacture of an acylanilide of the invention wherein R* is hydrogen, the hydrolysis of 
the corresponding anylanilide wherein R* is acyl; 

(c) for the manufacture of an acylanilide of the Invention wherein R* is acyl. the acyiation of the 
*5 'con-esponding acylanilide wherein R* Is hydrogen; 

(d) for manufacture of an acylanilide of the invention wherein one or more of R\ R^ and a substituent 
In the phenyl group R^ is alkylsulphinyl, perfluoroalkylsulphinyl or phenylsulphinyl. or is alkylsul- 
phonyl, perfluoroalkylsulphonyl or phenylsulphonyl. the oxidation of the corresponding acylanilide 
wherein one or more of B\ R^ and a substituent in the phenyl group R^ is alkylthio. perfluoroalkyl- 

20 thio or phenylthio. respectively or 

(e) for the separation into its optical isomers of an acylanilide of the invention wherein R Is 
hydrogen, the formation of an ester of the hydroxy group OR* with an optically-active acid, the 
separation of the diastereolsomeric esters thus obtained by fractional crystallisation or by flash- 
chromatography. and then the hydrolysis of each separate ester to the alcohol, 

25 

5. A pharmaceutical or veterinary composition comprising an acylanilide as claimed in claim 1 In 
association with a pharmaceutlcally-acceptable diluent or carrier. 

6. A composition as claimed in claim 5 which is in a fomi suitable for oral dosage, as a tablet, capsule. 
30 aqueous or oily solution or suspension or emulsion; or in the form of a sterile solution or suspension 

suitable for parenteral administration, or In the fonm of an ointment or lotion for topical administration or 
In the form of a suppository for anal or vaginal administration, 

7. A composition as claimed in claim 5 which additionally contains one or more drugs selected from 
35 ' oestrogens. antioestrogens, androgens and gonadotrophin releasing factors and analogues thereof and 

antagonists thereof. 

8. The use of an acylanilide as claimed in claim 1 for the manufacture of a medicament for producing a 
progestational effect In a warm-blooded animal. 

40 

Revendlcatfons 

1. Acylanilide de fomule : 

45 

Rl OR^ 
CF3 



55 



dans laquelle R^ represente un groupe cyano. carbamoyle. nitro. fluoro. chloro. bromo. lodo ou 
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rhydrogfene. ou urt group© alkyle. alkoxy. alcanoyle, alkylthio. alkylsulfinyle, alkylsulfonyle. perfluoralky- 
le, perfluoralkylthio, perfluoralkylsulfinyle ou perfluoralkylsulfonyie, chacun de ces groupes ayant 
jusqu'a 4 atomes de carbone, ou un groupe ph^nylthio, phfinylsulflnyle ou ph6nylsulfbnyle ; 
represente un groupe cyano. carbamoyle, nitro. fluoro, chloro, bromo ou lodo, ou un groupe alcanoyle. 
aikylthio. alkylsulfinyle » alkylsulfonyle, perfluoralkyle, perfluoralkylthio. perfluoralkylsulfinyle ou peifluo- 
ralkylsulfonyle. chacun de ces groupes ayant jusqu'^i 4 atomes de carbon^, ou un groupe ph^nytthio, 
phenylsulfinyle ou phenylsulfonyle represente rhydrog&ne ou un halog^ne ; represente 
rhydrog^ne ou un groupe acyle ayant jusqu'^ 15 atomes de carbone : A represente un groupe alkyiene 
h chathe ramifi^e ayant jusqu'Si 6 atomes de carbone ; et represente un groupe phenyle qui porte 
un, deux ou trois substituants choisis entre I'hydrogfene, un halog^ne. des groupes nitro, hydroxy, 
carboxy, carbamoyle et cyano, et des groupes alkyle. alkoxy. alcanoyle. alkylthio. alkylsulfinyle, 
alkylsulfonyle. perfluoralkyle. perfluoralkylthio. perfluoralkylsulfinyle. perfluoralkylsulfonyle, alkoxycarbo- 
nyle et N -alkylcarbamoyle, chacun de ces groupes ayant ]usqu*& 4 atomes de carbone ; et des 
groupes Iphenyle. ph^nylthio. phenylsulfinyle et phenylsulfonyle ; ou blen represente un groupe 
naphtyle. 

Acylanllide suivant la revendlcatlon 1, dans lequel R^ et R^, qui peuvent §tre Identlques ou dif^rents, 
representent chacun un groupe cyano, nItro, trifluoromethyle. methylthio. metfiylsulfinyle, methylsulfo- 
nyle ou chloro. R^ et R* representent I'un et Pautre I'hydroglne. A represente un groupe 2- 
methyiethylfene ou 2.2-dimethylethyIene et R^ represente un groupe phenyle qui est non substitue ou 
qui porte un substltuant fluoro, chloro. hydroxy, methyle. nitro. methylthio, methylsulfinyle ou methylsul- 
foriyle. 

N -(2-hydroxy-4-phenyl-2-trifluororn©thylpentanoyl>^nitro-3-trifluoromethylani^ sous chacune de sos 
formes dias^reo-isom&res. 

Precede de production d'un acylanllide suivant la revendlcatlon 1. qui consists : 
(a) a faire reagir une amine de formule : 




dans iaquelle H\ R^ ©t R^ repondent aux definitions suivant la revendication 1. avec un acide de 
formule : 

HOoC - C - A - 
I 

CF3 

dans Iaquelle R*. R^ et A repondent aux definitions suivant la revendication 1, ou avec un derive 
reactif de cet acide ; 

(b) pour la production d'un acylanllide conforme h la presente invention, dans lequel R* represente 
I'hydrog^ne, k hydrolyser racylanllide correspondant dans lequel R* represente un groupe acyle ; 

(c) pour la production d'un acylanllide conforme h la presente invention, dans lequel R* represente 
un groupe acide, h acyler racyianillde correspondant dans lequel R* represente 1'hydrogene ; 

(d) pour la production d'un acylanllide conforme k la presente invention, dans lequel un ou plusieurs 
groupes R* et un substituant dans le groupe phenyle R^ representent des groupes alkylsulfinyle. 
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perfiuoralkylsulfinyle ou ph^nylsulflnyle, ou bien repr^sentent des groupes alkylsulfonyle. perfluoral- 
kylsulfonyle ou ph^nylsulfonyle. k oxyder racylanilide correspondant dans lequel un ou plusieurs 
groupes H\ et un substltuant dans le groupe ph^nyle reprSsentent respeclivement des 
groupes alkylthio, perfluoralkylthio ou ph^nylthlo. ou 

(e) pour la separation en ses isomeres optiques d'un acylanilide conforme k la prisente invention, 
dans lequel R* repr^sente rhydrogfene. h former un ester du groupe hydroxy OR* avec un adde 
optiquement actif, h separer les esters diast^reo-isom^res ainsi obtenus par cristallisatlon fraction- 
n^e ou par chromatographie instantan^e. puis a hydrolyser chaque ester s^par^ en Talcool. 

5. Composition pharmaceutique ou veterinaire comprenant un acylanilide sulvant la revendlcatlon 1. ©n 
association avec un dlluant ou support pharmaceutiquement acceptable. 

6. Composition suivant la revendication 5, qui est sous una forme convenable pour radmlnistration par 
voie orale, telle qu'un comprlm^. une capsule, une solution, suspension ou Emulsion aqueuse ou 
hulleuse ; ou sous forme d'une solution ou suspension sterile convenable pour radmlnistratlon 
parenterale, ou sous forme d'une pommade ou d'une lotion pour I'administration topique, ou sous 
forme d'un suppositoire pour radministration anale ou vaginale. 

7. Composition suivant la revendication 5. qui contlent en outre un ou plusieurs medicaments choisis 
entre des oestrogdnes. des antl-oestrog&nes. des androgynes et des facteurs de liberation d© 
gonadotrophine, ainsI que leurs analogues ©t antagonistes. 

8. Utilisation d'un acylanilide suivant la revendication 1. pour la production d'un medicament destine h 
engendrer un effet progestatif chez un animal k sang chaud. 



AnsprUche 

1, Acylanilid der Forme! 




worin fQr Cyano, Carbamoyl, Nitro. Fluoro. Chloro, Bromo, Jodo Oder Wasserstoff oder fOr AII^I. 
Alkoxy Alicanoyl. Alkylthio, Alkylsulfinyl. Alkylsulfonyl, Perfluoroalkyl. Perfluoroalkylthio. Perfluoroalkyl- 
sulflnyl Oder Perfluoroalkylsulfonyl mit jewells bis zu 4 Kohlenstoffatomen Oder fOr Phenytthio, Phenyl- 
sulfinyl oder Phenylsulfonyl steht: R^ fUr Cyano. Carbamoyl. Nitro. Fluoro. Chloro. Bromo Oder Jodo 
Oder fur Alkanoyl. Alkylthio. Alkylsulfinyl. Alkylsulfonyl . Perfluoroalkyl. Perfluoroalkylthio. Perfluoroalkyl- 
sulfinyl oder Perfluoroalkylsulfonyl mit jewolls bis zu 4 Kohlenstoffatomen oder fur Phenylthio, Phenyl- 
sulfinyl oder Phenylsulfonyl stoht; R3 fur Wasserstoff oder Halogen steht; R* fOr Wasserstoff oder Acyl 
mit bis zu 15 Kohlenstoffatomen steht; A fOr verzwelgtes Alkylen mit bis zu 6 Kohlenstoffatomen steht; 
und RS fUr Phenyl, das einen. zwei oder drei Substltuenten trSgt. die ausgewsihit sind aus Wasserstoff. 
Halogen. Nitro. Hydroxy. Carboxy. Carbamoyl und Cyano, aus Alkyl, Alkoxy. Alkanoyl. Alkylthio. 
Alkylsulfinyl. Alkylsulfonyl. Perfluoroalkyl. Perfluoroalkylthio. Perfluoroalkylsulfinyl, Perfluoroalkylsulfonyl, 
Alkoxycarbonyl und N-AlkylcarbamoyI mit jeweils bis zu 4 Kohlenstoffatomen und aus Phenyl, Phenylt- 
hio, Phenylsulfinyi und Phenylsulfonyl, oder fUr Naphthyl steht 

2. Acylanilid nach Anspruch 1. worin R^ und R^, welche gleich oder verschieden sein konnen. jeweils fUr 
Cyano, Nitro. Trifluoromethyl. Methylthio. Methylsulfinyl. Methylsulfonyl oder Chloro stehen, R^ und R 
beide for Wasserstoff stehen. A fOr 2-Methylethylen oder 2.2-DImethylehtyien steht und fQr Phenyl 
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steht. das unsubstltulert isl oder das einen Ruoro-. Chloro-. Hydroxy-. Methyl-. Nitro-. Methylthio-, 
Methylsulfinyl- Oder Methylsulfonyl-Substituenten tr^gt 

3. Die Verbindung N-(2-Hydroxv-4-phenyl-2-tiifluoromethylpentanoylH-nitro-3-trifI^^^ in jeder 
ihrer diastereolsomeren Formen. 

4, Verfahren zur Herstellung eines Acylanilids nach Anspmch 1 . bei welchem (a) eln Amin der Formel 



worin , und die in Anspruch 1 angegebenen Bedeutungen besitzen, mit einer SSure 



worin R^, und A die in Anspruch 1 angegebenen Bedeutungen besitzen, oder mit einem reaktiven 
Derivat dleser Saure umgesetzt wird: (b) zur Herstellung eines erfindungsgemaBen Acylanilids, worin 
R* fur Wasserstoff steht, das entsprechonde Acylanlid. worin R* fUr Acyl steht hydrolystert wird; (c) zur 
Herstellung eines erfindungsgemaBen Acylanilids. worin R* fur Acyl steht. das entsprechende Acylanl- 
lid. worin R* fur Wasserstoff steht. acyliert wird; (d) zur Herstellung eines erfindungsgemaBen Acylani- 
lids. worin eines oder mehrere der Symbole R^ und R^ und eln Substituent in der Phenyl-Gruppe R^ fOr 
Alkylsulfinyl, Perfluoroalkylsulfinyl oder Phenylsulfinyi oder fOr Alkylsulfonyl. Perfluoroalkylsulfonyl oder 
Phenylsulfonyl steht, das entsprechende Acylanilld, worin eines oder mehrere der Symbole R^ und R^ 
und ein Substituent in der Phenyi-Gruppe R^ fOr Alkylthlo. Perfluoroalkylthio, bzw. Phenylthio steht, 
oxidiert wird; oder (e) zur Trennung eines erfindungsgemaBen Acylanilids. worin R* fur Wasserstoff 
steht. in seine optischen isomere ein Ester der Hydroxy-Gruppe OR* mit einer optisch aktiven SSure 
hergesteilt wird. der so erhaltene diastereomere Ester durch fraktionierte Kristailisation oder durch 
Entspannungschromatografie getrennt wird und jeder gesonderte Ester in den Alkohol hydroiysiert wird. 

5. Pharmazeutische oder veterinare Zusammensetzung. welche ein Acylanilld gemfiB Anspruch 1 gemein- 
sam mit einem phamiazeutisch zuiassigen Verdunnungs- oder TrSgemnittel enthalt. 

6. Zusammensetzung nach Anspruch 5. welche eine fUr orale Dosierung geeignete Form, wie z. B. die 
Form einer Tablette, Kapsel. wasserigen oder oiigen LSsung oder Suspension oder Emulsion, oder die 
Form einer fQr parenterale Verabreichung geeigneten sterilen Losung oder Suspension oder die Form 
einer fOr topische Verabreichung geeigneten Salbe oder Lotion oder die Form einer fOr anale oder 
vaginale Verabreichung geeigneten Suppositoriums aufwelst 

7. Zusammensetzung nach Anspruch 5, welche zusatzlich ein oder mehrere Wirkstoffe enthSlt. die 
ausgewahit sind aus Ostrogenen Antlostrogenen. Androgenen und Qonadotrophinfreisetzungsfaktoren 
und Analogen davon und Antagonisten davon. 
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Die Verwenung eines Acylanilids nach Anspruch 1 fOr die Herstellung eines Medlkamentes 
Erzeugung eines progestatlonalen Effekts bei WarmblOtern. 
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